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Benzisoxazole derivatives of the general formula (II) having a PPAR delta -activating effect, or salts 
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[0 0 5 3] *C*»9!©*!3»*C"3V»Ti£'«*. * 
«'Wfc£«©PPAR«iSttfl:fftHtt. cv-iwsc 

£§#77*5 h* (GAL4-hPPAR<5 LB 
D) . ^>7i7-tW775H (UA S x 4 — T 
K-LUC) fi.tf/3-#7^ h->y— t? (£ —GAL) 
&SI77X5 F£DMR I E-Cir=tOaeT©A^. 
*-%m<k-£®)X\ttt$tfk-£y}-C&Z L— 165041© 

g£S.tf0 - G A L wt-rs d <!: IC J: 0 

UK. ^->7x5— tffitt»4fl-GALgtt-PlijEU L 50 



- 1 6 5 0 4 lT«8Lfc*«&©;i'S'7x7--«£tt* 

c&monmmi o) 

[0054] ^2 3^e»^e35^J:^ic*%wt;^ 

(ftJ£0! 1-7) ttL - 1 6 5 0 4 1 irtt^. FWXtt 
^tl«±©PPAR5fgftft:^ffl^Lfc. S2 
4A^l^i;<lliS^9- l~HJSCT9-2 2f£fr©#S5 

fla{b^t>L- 1 65041 (rit^. m^xitttisi± 

<DP PAR 6 m&itftmZ^Ltz. «E^T. #fS9!©- 
ft& (I) TfgStt-5fc£0!lte. gtlftPPARSgtt 
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ft, <»h'o-AX, ftal/^ya-JUfluft, ftUftS 
eftftftoftffllftftft. ftffiftft. IMSftg. 4M 
Bftftft. ilft£. ftftttft*. H^Aa £fl§ 

-ft, ftftttftft. (Ma no H. e t. A 

1., (2000) J. Biol. Che m. ,27 
5:8126-8132), /*fcP9ftft£. 

[0 0 5 5] aftMMsfrttli. • fc hfc»l/r— IMMtfi 

■fe^ft. jbssij. a*f3J, asftft©aa»ausr*j:i: 

arc**. cn&©flfi»C«. -aftcpltiKM. ftftftl. 

>. ****S'^5 a ^fe;i'n.-k**5'*A (CMC- 
Ca) fc£#. ftftatLTtt. Xf7U>tV^-> 
7 a, ffrirtiZtf. iftftttfcl/Ttt.' bpn^yD 
e;n*;un-* (hp o . -e^x #'J Hx;nfn 
uh> (pvp) fc&j«fttf5n*. 
[0 0 5 6] «*«tta*ftAfc*^Ttt/^«:eft 
ftft»T***»ftflS***l_B»0.- lmg~l 0 0 
mg, Sng-^tfl B lmg~2 0 0 0mgT?$5A*> 

ft *»ft ft Sfcftft fcKftT*****fttt 21 ti 6 

[0 0 5 7] 

[ftftff] 1 

2- [ [3- [2- (5 -^f;i>-2-7x^-4- 

(1) 6-7-fch7S K-3-. [2- (5 -^^-2 
-7i^-4-m i /'J)W::XfJH -1. 2-^ 

6-7-bK75 K-3-**JU-l. 2-^>X'fV* 
(1. 5 0g, 7. 8'9mmol) 6(»TH 
F (2 5mL) fcftftStffcft. nm&®%T. -7 8 
■Cl£T2M©LDA (9. OmL, 18. Ommol) 
ftl 0#fflri>tfTftTU S&fcWftfrTl.oaftft* 
Lfc. ftV»TftfefcttV^ftL-&4 -3- 1**^-5 

2 -7.i=A'W/-)I'CTHFi(« 
(1. 90g, 7. 8 9mmol/4. OmL) S5» 
ratSTL, KKW*ttT?3.O0fll»&L.fc. ££*£7 
ft«6I8Lfc&, ftftfcKL-ftftflMfcfcT^ft^OA** 
ftROWftx^ftfll^fc. S®X?;H8ftW£, 
*, ■ftft*T«ftftL-fc*«tt:f- h U 0 ATftftU .ft* 



28) 2001-354671 

54 

A7DVh^77-f- (£DD*;i-<A-£Da*)VA/ 
P( ^ y -;U= 10 0/1) CTftHL,±eo«Hfl:*« 
*afi»* (9 lOmg) tUTftfc. (ft*3 2X) 
1 H — NMR (CDC 1,, 400 MHz) 6:2. 14 
(s, 3H) , 2. 19 (s, 3H) , 3. 0 2 (t, 
2H, J=8Hz) , 3. 32 (t, 2H, J=8H 
z) , 7. 13 (dd, 1H, J = 1, 9Hz) , 7. 
3 5 - 7. 4 5 (m, 4H) , 7. 83 (br-s, 1 
10 H) , 7. 9-8. 0 (rn, 2 H) , 8. 08 (d, 1 
H, J = 1 H z ) 

[0 0 5 8] (2) 6-757-3- [2- (5-*^ 

;H2-7i-;i'-4-**f/ , j;i') x^ju] -l. 

±IH75fe-t?»enfc6-7-feS75K-3- [2- (5 
-^fJl'-2-7i^-4-W; , JJW x?;p] 
-1. 2-^>X-fy+f , /Hl' (7 0 0mg, 1. 9 
mmo 1) eiNfttt OmL) KBftStffcft. EJfc 

taftft i o ccc±if eftiBaoJMiftu/t. ©6*7 « 

20 ftftUfcft/ft«CRUttft©J«^HJ£A**ftft 

jo;L+faLfc. "lWx?;w*loiLft«WI*»*Ufcft. 

fift ©:fe&*T}ft#, ft**BI^ h'JC ATl£*£Lftia 

ufc.- ft*E**EE«*-r* - ttraaEtawfts^ft* e 

fittA (5 3 0mg) il/T#t. (K^8 6%) 
1 H — NMR (CDC 1>, 4 0 0MHz) «5 : 2. 15 
(s, 3H) . 3. 0 0 (t, 2H, J =8 Hz) , 
3. 27 (t, 2H, J = 8Hz) , 4. 0 1 (br- 
s . 2H, ) , 6. 5 4 ( dd , 1 H, J - 2 , 9 H 
z) , 6. 7 0 (d, 1H, J =2 Hz) , 7. 2- 
30 7 . 5 (m, 4 H) , 8 . 0 - 8 . 2 (m, 2 H) . 
[0 0 5 9] (3) 6-A<Hn^-3- [2- (5 
_^ 5 ^_2-7xX)V-4-**1iVy;l') X^] 
-1, 2—*>X'{V*W— )V 
±l27?ffiT#enfc6-75/-3- [2- (5-*?- 

jw-2-7xx;u-4-**-y- x /'j;w x?;w -1, 

2 V*-*'/—^ (2. 14g. 6. 72mm 
o 1 ) ft 2 5%Bllft (4 OmL) KJBftStffcft. 
4n?g58ft^ b U £A*ftft (4 8 7mg/2. 5m 
L) ft 1 OtfKT'ftTLfc... WftfrTT 4 5«-|BHt#L 
40 fcft, JH&gSt'P©? 5%«i®*^ (3 OmL) 
3 O^-W^W-TftTL-fc. ftT^T^, H^frTT2 0 

*lC*Jtfc. ^X?;UX-x;U (10 0mLX2) IIT 
ttmUfcft. X— r;Wg«t 1 N©*ftfl3^- h 'J 
ft (2 0 OmL X 3) £m*ffi«&aibfc. «V^T*K{fc 
h U V A^ft^ Jkl'&TtCT 3 NftftSto^Lfttt t L» 

*TT*ftft, m*imi-hVO ATTttft.- ft^Lfc. ft 
ftftftE«*r*2:tT?afl:©ftftflS***»feH# 
50 (1. lg) <hLT#fc. 
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' H-NMR (CDCh, 40 0MHz) <5 : 2. 23 
(s, 3H), 3. 02 (t, 2H, J = 8Hz) , 
3. 26 (t, 2H, J=8Hz) . 6. 7 1 (dd, 
1H, J=2, 9Hz) , 6. 90 (d. 1 H. J=2 
Hz) , 7. 26 (d, 1H, J=9Hz) , 7. 4- 
7. 5 (m. 3H) , 7. 5 9 (br-s, 1 H) . 
7. 9-8. 0 (m, 2H) . 

[0 0 6 0] (4) 2- [ [3- [2- (5-/^1— 
2--7xr;P-4-:t*-tiV , J;i') X^;U] -1, 2- 

6-/WFD+-/-3- [2- (5-^-2-7i 
-)l-4-**VJV)\') x?;p] -1, 2-^>X-f 
(2 0 Omg. 0. 6 0mmol). 2- 
^D^-2-^?;wyntf^->^x^;i/ (1 5 6mg, 
0. 8 Ommo 1) , ^A'J^A (1 1 lmg, 0. 
8 0mmol) £*?)lo:?;l^ b > (lOmL) « 
M2 J £1t'&. O t CC±^JD^SSitbit. 1 

2B#[Sm. KlC2-7D*:-2-*3\>l'7 r nfcf*>&X 
f;i/ (1 5 6mg, O."8 0mmol) . Kft*'J^A 
(11 lmg, 0. 8 0mmol) £inx. 2 0 

SK*^x^frh>K:Tft»bigFtt£«£ 

Lit. z.omw.z'svtit'frti^&fB-?*-???*- 

{^t>/»Si^l'=2/l) Tf«SU±lEOgS 
<fc^«J*jftfi«ltt<te (2 3 Omg) £UT#fc. («» 
8 9%) 

1 H-NMR (CDCh, 400 MHz) (5:1- 23 

(t, 3H, J = 7Hz) ,1. 6 4 (s, 6H) , 
2. 1 5 (s, 3H) .3.02 (t, 2 H, J=7H 
z) , 3. 31 (t, 2H, J=7Hz) , 4. 24 

(q, 2H, J = 7Hz) , 6. 80 (dd, 1 H, J 
= 2, 9Hz) , 6. 88 (d. 1 H, J = 2Hz) , 
7. 38 (d, 1H, J=9Hz) , 7. 4-7. 5 

(3H, m) , 7. 9-8. 0 (m, 2 H) . 

[0 0 6 1] (5) 2- [ [3- [2- IB-fif-Ar- 
2-7irji/-4-tWJW x?;P] - 1, 2- 

±IH^teT#^nfc2- [3- [2- (5-*?;U-2 
-7ir;h4-m , /UJH x^;P] -1, 2 
>x-rv*-y-7-;i'-6-'f;^*->] -2-*wf 

ntf^->®X5 L ;i' (2 2 Omg, 0. 5 1mmol)£ 
/^y-^/THF/* (3mL/lmL/lmL) © 
8£-jM*K)»*3ttfc*. *itflS'J^Al*?0«J (1 
OOmg) fclnAfc. *aCT2 0^B«»U«»OiH 

tz. (ph 4gg) «faib^a^ubfcg. * 

(4 0mL) Tft#U2&®£U 
iT±B©«Iifls£fc*afil&l* (1 7 Omg) tUT 
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1 H-NMR (DMSO-d,, 4 0 0MHz) «5 : 1. 
7 7 (s. 6H) , 2. 1 9 (s, 3H) , 2. 9 6 
(t, 2H, J=7Hz) , 3. 2 5 (t, 2H, J = 
7Hz) , 6. 86 (dd, 1 H, J=2, 9Hz), 

6. 96 (d, 1H, J = 2Hz) , 7. 45-7. 5 
(m, 3H) , 7. 7 1 (d, 1H, J = 9Hz) , 

7. 8 5 - 7. 9 5 (m. 2 H) , 13. 2 (b r 
s, 1H) . 

io [0062] nmm2 

2- [ [3- [2- (5-X7^-2-7xx;i/-4- 
;t ,_ 6 _^jl/] ^->] -2-^^^7 , ntf^->Sg 

(1) 6 -7irh75 K- 3 - [2- (5-X^-2 
-7xXJU-4-^*WJ;U) X^;U] -1, 2 

>X-fV 
K^l 5% 

20 'H-NMR (CDCh, 400 MHz) 5:1. 08 
(t, 3H, J=7Hz), 2. 21 (s, 3H) , 
2. 5 1 (Q, 2H, J = 7Hz) , 3. 0 3- ( t . 2 
H, J = 7 Hz) , 3. 3 4 (t, 2H, J=7H 
z) , 7. 0 9 (d, 1H, J-l. 9Hz)-, 7. 4 
1 (br-s, 1H), 7. 4-7. 5 (m, >4H) , 
7. 9 5-8. 0 0 (m, 2H) , 8. 0 7 (d, 1 
H, J = lHz) . 
[0 0 6 3] (2) 6-75^-3 - [2- (5-If 

;p-2-7xx;U-4-**-th/UJW x?;H -l, 

30 

9 6 % 

'H-NMR (CDC 1,. 400 MHz) 8:1. 01 
(t. 3H, J = 7Hz) , 2. 5 1 (q, 2 H, J = 
7Hz) . 3. 03 (t. 2H. J=7Hz) , 3. 2 
7 (t, 2H, J = 7Hz) , 4. 02 (brs, 2 
H), 6. 54 (dd, 1H, J = 2, 9Hz), 6, 
69 (1H, d. J = 2Hz) , 7. 26 (d, 1 H, 
J = 9Hz) , 7. 4-7. 5 (3H, m) /. 7. 95 
-8.00 (m, 2H) r 
40 [0 0 6 4] (3) 6-/WHO+'>-3-.[2- (5 
-X^JP- 2 -7i^- 4 -^-^riJ-yj )P)i X^JW] 
-1. 2— "OX-TV**'/-* 
iR^5 3% 

'H-NMR (CDCh, 4 0 0MHz) 6:1. 11 
(t. 3H. J = 7Hz) , 2. 55 (q, ; 2H, J = 
7Hz) , 3. 0 3 (t, 2H, J =7Hz) . 3. 2 
9 (t, 2H, J = 7Hz), 5. 95-6. 05 (b 
r, 1H) , 6. 7 2 (dd, 2H. J=2, 9H 
z) . 6, 9 1 (d, 1H, J=2Hz) , 7. 3 1 
50 (dd, 1H, J = 9 Hz) . 7. 4-7. 5 (m, 3 
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H) . 7. 9 5-8. 0 (m. 2 H) . 
[0 0 6 5] (4) 2- [ [3- [2- (5-X?/P- 
2-7x-^-4-**-y-\/U;P) 3-?)V] -1,2- 

/ <>X'fy*if , /-jp- 6--r;p] -2-^5" 

JR¥8 8* 

' H-NMR (CDC 1,, 400 MHz) 5:1. 07 

(t, 3H, J=7Hz) , 1. 23 (t, 3H. J = 
7Hz) , 1. 6 4 (s, 6H) , 2. 5 1 (q, 2 
H, J = 7Hz) ,3.02 (t, 2H, J=7H It 
z) , 3. 3 2 (t, 2H, J=7Hz) , 4. 2 3 

(q, 2H, J = 7Hz) , 6. 79 (dd, 2H, J 
= 2, 9Hz) ,6,88 (d, 1H, J=2Hz) , 
7. 3 7 (d, 1H, J=9Hz) , 7. 4-7. 5 

(m, 3 H) , 7 . 9 5-8. 0 (m, 2 H) . 

[0 0 6 6] (5) 2- [ [3- [2- (5-X5\>P- 
2-7x-)V-4-t*W)M X?;H -1, 2- 

^>X-fv**»/-;k-6— f;H ***✓] -2-*^ 

1X^7 3% 20 
1 H-NMR (CDC 1,, 40 0MHz) 5 : 1. 3 

(t, 3H, J=7Hz) ,1.69 (s, 6 H) , 
2. 58 (q, 2H, J=7Hz), 3. 02 (t, 2 
H, J=7Hz), 3. 22 (t, 2H, J=7H 
z) , 6. 7 9 (dd, 2H, J=2, 9Hz) , 7. 
01 (1H, d, J=2Hz) , 7. 22 ( 1 H, d, 
J = 9Hz) , 7. 4-7. 5 (m, 3H) , 7. 95 
-8. 0 (m, 2H) 

[0 0 6 7] §HJS0J3 

2- [ [3- [2- (5 - yPbf;U- 2-7x3-4 30 
-**WVM xyjH -1, 2-^>7T-ry^»'/ 

-;p-6— r;i/] ^->] -2-^^;i/yob!^->fe 

(1) 6-7irh75 K-3- [2- (5-7*Ptf;U- 
2-7i=*-4-**f l /'JM X^;W -1, 2- 

1 H-NMR (CDC 1,, 40 0MHz) 5:0. 87 
(t, 3H, J = 7Hz), 1. 55-1. 70 (m. 
2H) ,2.22 (s, 3H) , 2. 4 9 (t, 2 H, 40 
J=7Hz) , 3. 04 (t, 2H, J=7Hz) , 
3. 35 (t, 2H, J = 7Hz) , 7. 1 2 (dd, 
1H, J = l, 9Hz), 7. 2-7. 6 (m. 5 
H) , 7. 9 5-8. 0 5 (m, 2 H) ,8.01 
(d, 1H, J = lHz) 

[0 0 6 8] (2) 6-757-3- [2- (5-7*n 
^-2-71-^-4-^^/1;^) x?;u] - 
1. 2-<<>X'(V*W-)l 
2ISiR^4 \ % 

1 H-NMR (CDC 1,, 4 0 0MHz) 5 : 0. 8 7 50 
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(t, 3H, J=7Hz), 1. 55-1. 70 (m, 
2H) , 2. 4 9 (t, 2H, J =7Hz) , 3. 0 1 

(t, 2H, J=7Hz) ,3.26 (t. 2H, J = 
7Hz), 4. 00 (br-s, 2H), 6. 55 (d 
d, 1H, J = 2, 9Hz) , 6. 70 (d, 1 H, J 
= 2Hz) . 7. 30 (d, 1H, J=9Hz) , 7. 
4-7. 4 5 (m, 3H) , 7. 9 5 -8. 0 5 (m, 
2H) . 

[0 0 6 9] (3) 6-/W Kn*->- 3- [2- (5 
' -7'n^-2-7i^-4-*W>/>JW If 
M -1, 2—*>X-1V*W-}V 

1 H-NMR (CDC 1,, 400 MHz) 5:0. 91 
(t, 3H, J=7Hz) > 1. 55-1. 70 (m, 

2H), 2. 56 (t, 2H, J=7Hz), 3. 02 
(t, 2H, J = 8Hz) , 3. 25 (t, 2 H, J = 

8Hz) , 6. 74 (dd, 1 H, J=2, 9Hz) , 

6. 91 (d, 1H, J=2Hz) , 7. 28 (d, 1 
H, J = 9 Hz) , 7. 4-7. 4 5 (m. 3 H) , 

7. 95-8. 00 (m, 2H), 8. 15 ( b r - 
s, 1H) . 

[0 0 7 0] (4) 2- [[3 - [2- (5-7"DW 
,.-2-7iZJH4-tWj;W X5F;U] -1, 2 

-'OX-r y 6 .=**->] -2-* 
f)i'7'Det>»if;i' 

W7 0 % 

1 H-NMR (CDC1„ 400 MHz) 5:0. 85 
(t, 3H, J=7Hz) , 1. 23 (t. 3H, J = 
7Hz), 1. 5-1. 6 0 (m, 2 H) , 1. 6 4 
(s, 6H) , 2. 48 (t, 2H, J = 7Hz) , 
3. 02 (t, 2H, J = 8Hz), 3. 32 (t, 2 
H, J = 8Hz) , 4. 23 (q, 2 H, J=7H 
z) , 6. 8 0 (dd. 1 H, J = 2, 9Hz) , 6. 
88 (d, 1H, J=2Hz), 7. 40 (d, 1 H, 
J=9Hz), 7. 4 0-7. 5 0 (m, 3H), 7. 
9 5 - 8 . 0 0 (m, 2 H) . 

[0 0 7 1] (5) 2- [ [3- [2- (5-7n\Z)V 

-2-7i^-4-m , /'j;i') x?;u] -l, 2 
-^>X-fy*-t)- > /-;u-6-'f;k3 -2-* 

4X^9 4% 

' H-NMR (CDC1,, 400MHz) 5:0. 85 
( t , 3 H, J = 7 H z ) . 1 . 5 - 1 . 6 5 (m, 2 
H) , 1. 6 4 (s, 6H) , 2. 5 5 (t, 2 H. J 
= 7Hz) , 3. 03 (t, 2H, J=8Hz), 3. 
19 (t, 2H, J = 8Hz) , 6. 76 (dd, 1 
H, J=2, 9Hz) , 7. 00 (d, 1 H, J=2H 
z) . 7. 20 (d, 1H, J = 9Hz) , 7. 40- 
7 . 5 0 (m, 3 H) , 7 . 9 5 - 8. 0 0 (m, 2 
H) . 
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[0 0 7 2] 

2- [ [3- [2- (S-7a\Z)\'-2- (2-^an 

>x-f y^-»'/-;w-6--f;p] -2-^^;u 
kit. 

(1) 6-7-feh75 H-3- [2- 
2- (2-?OD7i-JW -4-**-U- , /U;i') Xf- 

;m -l, 2-^<>X'fv*-y- > y-;w 10 

JK¥1 4% 

' H-NMR (CDC 1,, 400 MHz) 5:0. 85 
(t. 3H, J = 7Hz), 1. 45-1. 60 (m, 
2H) , 2. 2 2 (s, 3H) . 2. 4 6 (t, 2H, 
J=7Hz) , 3. 06 (t, 2H, J = 7Hz), 
3. 36 (t, 2H, J=7Hz) . 7. 12 (dd. 
1H. J = l, 9Hz), 7. 3-7. 4 (m, 3 
H) , 7. 4-7.6 (m, 2 H) , 7. 9-8. 0 
(m, , 2H) , 8. 07 (d. 1 H, J = lHz) 
[0 0 7 3] (2) 6-7S/-3- [2- (5-7*n 20 
hf;i/-2- (2-^D07irW -4-^*-tJ-\/U 

;u) x^;n -l, 2-'<>X<y*-t>-7-;i' 

8 0 % 

' H-NMR (CDC 1,, 4 0 OMHz) 5:0. 8 7 
( t , 3 H, J = 7 H z ) , 1. 45-1. 60 (m, 
2H) , 2. 49 (t. 2H, J = 7Hz) , 3. 03 
(t. 2H, J = 7Hz), 3. 29 (t. 2 H, J = 
7Hz), 4. 00 (b r-s, 2 H) , 6.56 (d 
d, 1H, J = 2, 9Hz) , 6. 70 (d, 1 H, J 
= 2Hz) , 7. 2 8 (d, 1H, J =9 Hz) . 7. 30 
5-7. 6 (m. 2H) . 7. 4-7. 6 (m, 1 
H) , 7. 9-8. 0 (m. 1 H) 
[0 0 7 4] (3) 6-/WKD*v'-3- [2- (5 
-7n¥)V- 2 - (2 -i7 any x~)l) -4 
*/vm -1, 2-s<>X<iV*W-)\> 

urn 3 4 % 

'H-NMR (CDC1,, 400 MHz) 5:0. 87 

(t, 3 H, J=7Hz), 1. 45-1. 6 0 (m. 
2H) , 2. 5 1 (t, 2H, J=7Hz) ,3.10 

(t. 2H. J = 7Hz), 3. 31 (t, 2H. J= 40 
7Hz).6. 1-6. 2 (br, 1H) , 6.. 74 

(dd, 1H, J = 2, 9Hz) , 6. 9 1 (d, 1 
H, J=2Hz) , 7. 3-7. 4 (m, 3 H) . 7. 
4-7. 5 (m, 1H) , 7. 9-8. 0 (m. 1 H) 

[0 0 7 5] (4) 2- [ [3- [2- (5 -~fuM)\, 
-2 - (2-?DD7x-;l/) -4-**-*7U;i') X 
=f-M -1. 2-^>X^^^r^J~)V-& -<iM * 

K¥6 Z% 

'H-NMR (CDC 1,, 4 0 OMHz) 5 : 0. 8 7 50 
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(t ; 3H, J = 7Hz) , 1. 23 (t, 3H, J = 
7 Hz) ,' 1. 4 5 - 1. 6 0 (m, 2H) , 1. 6 4 

(s, 6H) , 2. 4 8 ( t, 2H, J = 7 H z ) , 
3. 0 5 (t, 2H, J = 7Hz) . 3. 33 (t, 2 
H. J = 7Hz) ,4.24 (q, 2H, J=7H 
z) , 6. 8 0 (dd, 1H, J =2, 9 Hz) , 6. 
88 (d, 1H, J=2Hz) , 7. 3-7. 4 (m, 
3H) . 7. 4-7. 5 (m, 1H) , 7. 9-8. 0 

(m, 1H) . 

[0 0 7 6] (5> 2- [ [3- [2- 
-2- (2-i7DD7ix;i') -4-jr*VV*)M x 
9-M -1, 2 -sOX* VttV-JV- 6— OU * 
*->] -2-^^)^U^>Wt 
JR*8 0 9G 

'H-NMR (CDC 1,, 400 MHz) 5:0. 86 
(t, 3H, J=7Hz), 1. 45-1. 60 (m, 
2H) , 1. 6 6 (s, 6H) . 2. 5 2 (t, 2 H, 
J =7 Hz) , 3. 0 4 (t, 2H, J = 7 Hz) . 
3. 29 (t, 2H, J = 7Hz) , 4. 24 (q, 2 
H, J = 7Hz) , 6. 82 (dd, 1 H, J = 2, 9 
Hz) , 7. 00 (d, 1H, J=2Hz)/>7. 3- 
7. 4 (rn, 3 H) , 7. 4-7. 5 (m, 1H) , 
7. 9-8. 0 (m, 1H) . ' : 
[0 0 7 7] l!i 
2- [ [3- [2- (5-y^)V- 2 -71-^- 4 - 
***^P))V> -1. 2 -^>X-j V^rU-y- 

;^-6--f;w] 3-*->] -2-*7S>U:/Dfcf:*>& 

(1) 6-7-feh75 H-3- [2- (5-^^-2 

-7xx;p-4-^*-tJ-VU;v) x^;w] -1. 2 

41*1 3% 

'H-NMR (CDC 1,, 400 MHz) 5:0. 87 
(t. 3H, J = 7Hz), 1. 22-1. 30 (m, 

2H) , 1. 4- 1. 5 (m. 2H) , 2. 2 1 (s. 

3H) . 2. 4 9 (t. 2H, J=7Hz) . 3. 0 3 
(t, 2H, J=7Hz), 3. 34 (t, 2 H, J = 

7 Hz) , 7. 10 (dd, 1H. J = l, 9 r Hz) , 

7. 3-7. 5 (m, 5H) . 7. 95-8. 05 
(m, 2H) , 8. 0 1 (d, 1 H, J = lHz) 
[0 0 7 8] (2) 6-7S/-3- [2- 

;u-2-7xx;u-4-;**WJ;i') x^v] -1, 

JRS58 6 * 

'H-NMR (CDC1,, 400 MHz) 5:0. 87 
(t, 3H, J = 7Hz) , 1. 2-1. 3 5 (m, 2 

H) , 1. 4 0-1. 5 O' (m, 2H) . 2. 5 0 
(t, 2H, J = 7Hz) , 3. 0 1 (t, 2H, J = 

7Hz), 3. 26 (t, 2H. J = 7Hz). 4. 0 



61 

3 (b r-s, 2H) . 6. 54 (dd, 1 H, J = 
2, 9Hz) ,6.70 (d, 1H, J=2Hz) , 
7. 2 9 (d, 1H. J = 9Hz) . 7. 4-7. 4 5 

(m, 3 H) , 7 . 9 5-8. 0 5 (m, 2 H) . 

[0 0 7 9] (3) 6-/\<Kn*->-3- [2- (5 

-l. 2-^>x-ry*-tf-y-;i, 

1 H-NMR (CDC 1,, 4 0 0MHz) 5 : 0 . 89 
(t, 3H, J = 7 Hz) , 1. 2-1. 4 0 (m. 2 10 
H) , 1. 4 0- 1. 5 0 (m, 2H) , 2. 55 
(t. 2H, J=7Hz) , 3. 0 2 (t, 2H. J = 
7Hz) , 3. 2 7 (t, 2H, J = 7Hz) , 6. 7 
1 (dd. 1H, J=2, 9Hz) , 6. 9 1 (d, 1 
H, J=2Hz) , 7. 2 9 (d, 1H, J=9H 
z), 7. 4-7. 45 (rn, 3 H) , 7. 9-8. 0 
(m, 2H) . 

C0 0 8 0] (4) 2- [ [3- [2- (5-7^- 
2-7x.=.)V-4-**cVJV)V) X^;H -l, 2- 
'<>X-fV^7-;P-6-<M **->] -2-*? 20 

^XDtf^&x^;!, . 

<K¥7 6 % 

'H-NMR (CDC l s , 4 0 0MHz) 5:0. 8 7 
(t. 3H, J = 7Hz) , 1. 33 (t. J = 7H 
z) , 1. 2-1. 3 (m, 2H) , 1. 4-1. 5 
(m. 2H) , 1. 6 4 (s, 6 H) , 2. 5 0 (t, 
2H. J = 7Hz) , 3. 02 (t, 2H. J=7H 
z) , 3. 32 (t. 2H. J=7Hz) , 4. 2 3 
(q, 2H. J = 7Hz) , 6. 7 9 (dd, 1H. J 
= 2, 9Hz),-6. 88 (d, 1H, J=2Hz), 30 
7. 3 9 (d, 1H, J = 9Hz) , 7. 40-7. 5 
0 (m, 3H) , 7. 9-8. 0 0 (m, 2H) . 
[0 0 8 1] (5) 2- [ [3- [2- (5-X3\N<- 
2-7xx;u-4-^-^vu;P) x^] -l, 2- 
^>X<7*-y-y-;i,-6--f;i,] **->] -2-x?- 

W8 2% 

' H-NMR (CDC 1,, 400 MHz) 5:0. 8 8 

(t, 3H, J=7Hz) , 1. 2-1. 4 (m. 2 
H) , 1. 4 5-1. 6 (m, 2H) ,1.64 (s, 40 
6H) , 2. .5 6 (t, 2H, J = 7Hz) ,3.01 
(t, 2H, J = 7Hz) , 3. 22 (t. 2 H, J = 
7Hz) , 6. 79 (dd, 1H, J=2. 9Hz) , 
7. 0 0 (d, 1H, J=2Hz) , 7. 24 (d, 1 
H, J = 9Hz) , 7. 4 0- 7. 5 0 (m, 3 H) , 
7. 9-8. 0 5 (m, 2H) . 
[0 0 8 2] #li60«6 

2- [ [3- [2- (2. 5-v>7i^-4-t^ 
VVM xyjP] -l, 2-^>X-f V^»'/-JI/-6 
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mtz. 

(1) 6-7-feh75H-3- [2- (2, 5-77i 

=jir-4-*+*»/y;w xy;w - 1, 2-^>xi- 

iR^2 1% 

1 H-NMR (CDC 1,, 4 0 OMHz) 5:2. 2 1 
( s , 3 H) , 3 . 3 5-3. 5 0 (m, 4 H) , 7 . 
15 (dd, 1H, J=2, 9Hz) , 7. 3-7. 4 
(m, 2 H) . 7 . 4 - 7 . 5 5 (m, 5 H) , 7. 5 
5 (d, 1H. J = 9Hz) , 7. 60 (dd, 2 H, 
J = l, 9Hz) , 8. 04 (d, 1H, J = 1H 
z ) , 8 . 0 5-8. 15 (m, 2 H) . 
[0 0 8 3] (2) 6-757-3- [2- (2, 5- 
v f 7xx;U-4-*^thV'J;W X3\M -1, 2 -A 

>x-fy 

4X^8 4% ( 
'H-NMR (CDC 1,, 400 MHz) 5:3. 35 
-3. 4 5 (m, 4H) , 4. 0 1 (s, 2 H) , 6. 
58 (dd, 1H, J=2, 9Hz) , 6. 70 (d, 
1H, J=2Hz) , 7. 3-7. 6 (m, 7 H) , 
7. 6-7. 6 5 (m, 2 H) , 8. 1-8. 1 5 
(m, 2H) . 

[0 0 8 4] (3) 6-A-fKn+y-3- [2- 
(2, 5-77iz;H4-t^/ij;W X.9-M - 

i, 2 -^>x-fy 

<K$3 4% 

'H-NMR (CDC 1,, 4 0 0MHz) 5:3. 35 
-3. 45 (m, 4H) , 6. 3 (brs, 1 H) , 
6. 76 (dd, 1H, J=2, 9Hz) , 6. 9 1 
(d, 1H, J=2Hz) , 7. 3-7. 6 (m, 7 
H) , 7. 62 (dd, 2H, J=2, 9Hz) , 8. 
1 - 8 . 15 (m, 2 H) . ( 
[0 0 8 5] (4) 2- [3- [2- (2, 5-i?7x 
-)l>-4-**^/*J)V) -1. 2-^>X-f 

>WLX.?)l> 
4X^5 5% 

'H-NMR (CDC 1,. 4 0 0MHz) 5:1. 22 
(t, 3H, J = 7Hz) , 1. 6 4 (s, 6 H) , 
3. 3 5 -3. 5 0 (m, 4H) , 4. 23 (q, 2 
H, J = 7Hz) , 6. 82 (dd, 1 H, J=2, 9 
Hz) , 6. 87 (d, 1H, J=2Hz) , 7. 3- 
7. 5 5. (m, 7H) , 7. 5 5-7. 6 (m, 2 
H) , 8. 0 5-8. 1 5 (m, 2 H) . 
[0 0 8 6] (5) 2- [ [3- [2- (2, 5-: /7 
i^-4-tWj;w x^;H -i, 2-^>X 
•fy+* , /-*-6-'fM **->] -2-^^XD 
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1 H-NMR (CDC 1), 40 OMHz) 6 : 1. 67 
(s, 6H) , 3. 3 5 -3. 4 5 (m, 4H) , 6. 
85 (dd, 1H, J = 2, 9Hz) , 7. 00 (d, 
1H, J =2 Hz) , 7. 3 7- 5 5 (m, 7 H) , 
7. 55-7. 6 (m, 2H), 8. 05-8. 15 
(m, 2H) . 

[0087] nmmi 

2- C [3- [2- (5-/^-2-7xrjl>-4- 
-6— fjtj -2-^5 1 ^7'ntf^>Sg 

(1) 6-7-bh75H-3- [2- (5-/^-2 
-7x^-4-f7 l /UW X^;P] -1, 2-^> 

y+tfy-^ 

1 H-NMR (CDC 1,, 4 0 OMHz) 5:2. 21 
(s, 3H) , 2. 2 2 (s, 3H) , 3. 2 1 (t, 

2H, J=8Hz) , 3. 41 (t, 2H, J=8H 

z) , 7. 07 (dd, 1H, J=2, 9Hz) , 7. 

34 (d, 1H, J = 9Hz) . 7. 35-7. 50 
(m, 4 H) . 7 . 8 5-7. 9 (m, 2H) , 8 . 0 

6 ( (d, 1H, J = lHz) 

[0 0 8 8] (2) 6-75^-3- [2- (5-X-? 

;i/-2-7xn;u-4-?7i/U;u) x^;H -l, 2 

JKS£8 9* 

'H-NMR (CDC 1,, 4 0 0MHz) 5:2. 24 
(s, 3H). 3. 22 (t, 2H, J=7Hz), 
3. 37 (t, 2H, J=7Hz) . 6. 54 (dd, 
1H, J=2, 9Hz) , 6. 69 ( 1 H, d, J=2 
Hz), 7. 22 (d, 1H, J=9Hz) , 7. 4- 
7. 5 5 (m, 3H) . 7. 9-8. 0 (m, 2 H) . 
[0 0 8 9] (3) 6-A-f Kd*->-3- [2- (5 

-^5 1 ;u-2-7xx;u-4-?7Vu;i') x^;H - 
l, 2-'<>x-f y+u-y-ji' 

JR¥44% 

' H-NMR (CDC1,, 400 MHz) 5:2. 24 
(s, 3H), 3. 25 (t, 2H. J=7Hz), 

3. 36 (t, 2H, J=7Hz) , 6. 74 (d, 1 

H. J=9Hz), 6. 91 (s. 1H), 7. 29 
(d, 1H. J = 9Hz) , 7. 3 5-7. 4 5 (m. 

3H) , 7. 8-7. 9 (m, 2 H) . 
[0 0 9 0] (4) 2- [ [3- [2- (5-*3\>U- 

2-7xX;i/-4-?7 > /U;P) IWH -1, 2 

>x-fy*-^y-;p-6—fjp] **->] -2-*?>i 

iR?7 196 

'H-NMR (CDC 1 400 MHz) 5:1. 23 
(t, 3H. J = 7Hz) , 1. 64 (s, 6H) , 
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2. 24 (s, 3H),3. 21 (t, 2H, J = 7H 
z) , 3. 3 9 (t, 2H, J = 7Hz) , 4. 2 4 

(<j, 2H, J=7Hz) , 6. 79 (d, 1 H, J = 
2. 9Hz) , 6. 8 8 (d, 1 H, J=2Hz) , 
7. 30 (d, 1H, J = 9Hz) , 7. 35-7. 4 
5 (m, 3H) , 7. 8 5 -7. 9 0 (m, 2 H) . 

[0 0 9 1] (5) 2- [ [3- [2- (5-*^- 
2-7xX;V-4-5 1 7yU;W Xf-JU] -1, 2 -"C 
>X-f7=HJ-y-;i—6— OH **->] -2-*^ 

10 7*nt;:*>& 

JR$ 6 4% 

'H-NMR (CDC 1., 400 MHz) 5:1. 66 
(s, 6H) , 2. 2 7 (s, 3H) , 3. 2 1 (t, 
2H, J=7Hz). 3. 36 (t, 2 H, J=7H 
z) , 6. 8 1 (d. 1H, J=2, 9Hz) , 7. 0 
1 (d, 1H, J=2Hz) , 7. 2 8 (d, 1 H, J 
= 9 Hz) , 7. 35-7. 45 (m, 3 H) , 7. 8 

5- 7. 9 0 (m, 2H) . 

[0092] mmms 

20 [ [3- [2- (5-^^-2-71-^-4-^ 

gVUjjO x^ju] -l, 2-^>x< y^-»v/-;u- 

6— (_m **±] mm. 

(1) [ [3- [2- (5-^-2-71=^-4 

-tt-WVM x?;u] -l, 2-^>X-fy+D-y 

Hlfi«10^*+m#: 6-A-f Kn*->-3- [2- 

(5-^fJP-2-7i=;i'-4-^^7U;W X? 
;H -1, 2-'<>X<<V*W-)V (2 0 0mg, 
0. 6 0mmol) , 7'DtSeif^ (13 4mg, 
30 0 . 8 Ommo 1 ) . gfc&^UOA (1 1 lmg, 0. 
8 0mmol) fc/^VX?;^ h > (l OmL) \ZM 

mz-&tz'&> s*c;?ss£8 or:\z±.vf 1 s&isiM&jgsg 

Ufc. £Jc:&7£*§gL;fc&. MIC*? 1 

= 2/1) T»«l/±BO«iflSd***fitt*«i:U 
T#fc. («R3S9 9 96) 

' H-NMR (CDC 1,, 4 0 OMH z) 5 M. 2 6 
(t, 3H, J = 7Hz) , 2. 15 (s, 3 H) , 
40 3. 02 (t. 2H. J = 7Hz), 3. 32 (t, 2 
H, J=7Hz) , 4. 29 (q, 2 H, J = 7H 
z), 4. 67 (s, 2H), 6. 9-7. 0 (m, 2 
H), 7. 35-7. 5 (m. 4H). 7. 95-8. 
0 0 (m, 2 H) . 

[0 0 9 3] (2) [ [3- [2- (5-^^-2- 

7xx;p-4-^**yj;P) x^MW] -l, 2-^y 
x-r *«/*■!>"/-*- 6— f;w #g 

JK¥6 4 96 

50 'H-NMR (DMSO-d,, 40 0MHz) 5 : 2. 
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1 8 (s. 3H) , 2. 96 (t. 2H, J=7H 
2) , 3. 2 5 (t, 2H, J=7Hz) . 4. 7 3 

(s, 2H) , 6. 94 (dd, 1 H, J=2, 9H 
z) , 7. 16 (d, 1H, J=2Hz) , 7. 45- 
7. 5 (m, 3H) ,7.09 (d, 1 H, J=9H 
z) , 7. 8 5-7. 9 (2H. m) . 

[0 0 9 4] HJSM9 

(JW«9-1) 

2- [ [3- [2- [2- (2-^DD7i-M -5 
-4V?n\£fr-4-**WV)V] -1, 2 

-^>X-fy=fr-fri/-;i/-6-^;i/l j^jj -2-* 



mp. 1 0 0 - 1 0 5"C 

1 H-NMR (CDC 1,, 400 MHz) <5 : 1 . 13 
(6H, d, J =7Hz) 1. 6 3 (6H, s) 

2. 9-3. 0 (1H, m) 

3. 04 (2H, t, J=7Hz) 3. 27 (2H, 

t, J = 7Hz) 6. 80 (1H, dd, J=2, 9H 
z) 

6.9 9 (1H, d, J=2Hz) 

7. 24 (1H, d, J = 9Hz) 

7. 3-7. 4 (2H, m) 

7. 3 5-7. 5 0 (1H, m) 

7. 80-7. 95 (1H. m) 

IR (KB r ) cm" 3000, 2950, 2900, 

1 7 2 0. 1 7 0 0, 1 6 2 0, 1 6 1 0, 1 5 6 0, 

1 5 2 0, 1 5 0 0, 1 4 7 5, 1 4 6 0, 1 44 0, 

1 4 0 0, 1 3 8 0, 1 2 8 0, 1 1 8 0, 1 1 4 0, 

1 1 2 0, 1 0 4 0, 1 0 2 0, 9 8 0, 8 4 0, 7 8 

0. 740. 

[0 0 9 5] (HJ6M9-2) 

2- [ [3- [2- [2- (4-»DD7i-M -5 
-•7u\j)\,-4—**W>)M X^;p] -1, 2 

a eg* 

mp 1 5 6 - 1 5 8"C 
'H NMR (CDC 1,, 4 0 0MHz) <5 ; 
0. 88 (3H, t, J=7Hz) 1. 52-1. 61 
(2H. m) 
1.6 9 (6H, s) 

2. 53 (2H, t. J = 7Hz) 3. 00 (2H, 
t, J=7Hz) 3. 20 (2H. t, J = 7Hz) 
6. 79 (1H. dd, J = 2. 8Hz) 6. 99 (1 
H, d, J = 2Hz) 7. 23 (1H, d. J=8H 
z) 7. 42 (2H. d, J=8Hz) 7. 92 (2 
H, d, J=8Hz) 

IR(KBr) cm"' : 2 8 7 3 , 1620. 151 



(34) #§12001-354671 

66 

8, 1 4 9 7, 1 4 7 9, 1 3 9 2, 1 3 8 5, 1 2 8 
2, 1 1 8 8, 1 1 4 4, 1 0 9 5, 9 8 4, 8 4 3, 
8 3 5, 8 1 6, 7 4 2 

[oo96] mmm 9 - 3 ) 

2- [ [3- [2- [2- (2-»DD7x=;U) -5 
-^->;i/-4-^-^-»'/u;i/] -1, 2 

>X-fy^»'/-;i/-6— (_M -2-*?)\> 

10 'H-NMR (CDC1.) <5 ; 0. 86 (3H, t, J 
= 7Hz) , 1. 2~1. 3 (6H, m, ) , 1. 45 
~1. 55 (2H, m) , 1. 66 (6H, s) , 2. 
55 (2H, t, J = 7Hz), 3. 20 (2H, t, 
J=8Hz) , 3. 25 (2H, t, J=8Hz) . 
6. 80 (1H, dd, J = 3 and 10Hz), 

6. 98 (1H, d, J = 3Hz) , 7. 2~7. 4 
(3H, m) , 7. 50 (1H, d, J = 3Hz) , 

7. 90 (1H, dd, J = 3 and9Hz) . 
[0 0 9 7] (HM0H9-4) 

20 2 - [ [3- [2- [5-'<>i7)V-2- (2-?OD 

7x_;p) -4-^-»yj;p] x^jp] -1. 2 
>x-ry*»y-;i— 6— ±m or*-/} -2-*^ 

'H-NMR (CDC1.) 5 ; 1. 66 (6H, s) 
3. 07 (2H, t, J = 7Hz) 3. 26 (2H, 
t, J = 7Hz) 3. 93 (2H, s) 6. 80 (1 
H, dd, J = 3 and 9Hz) 6. 97 (1H, 
d, J=3Hz) 7. 15~7. 40 (8H, m) 7. 
30 4 7 (1H, d, J = 9Hz) 7. 86 ( 1 H. dd, 
J = 2 and 8Hz) 
[0 0 9 8] (*B«9-5)' 

2- [ [3- [2- [2- (2-^y;pyx_;u) -5 

-^□bfJU-4-^-»yu;P] -1, .2— * 

>x<y^»y-;^-6--f;u] -z-t^iv 

1 H-NMR (CDC h) S ; 

0. 87 (3H, t. J = 7Hz) 1. 55 (2H, t 
40 q, J=7Hz, 7Hz) 1. 6 6 (6 H, s) 

2. 52 (2H, t, J = 7Hz) 2. 61 (3H, 
s) 

3. 02 (2H, t, J = 7Hz) 3. 28 (2H, 
t. J=7Hz) 6. 82 (1H, dd, J=2Hz. 
8Hz) 7. 01 (1H, d, J=2Hz) 7. 2- 
7. 4 (4H, m) 

7. 8 9 (1H, d, J = 7Hz) . 
[0 0 9 9] (HJS099-6) 
2- [ [3- [2- [2- (2, 3 -->-^aD7x- 

so )V) - 5 -xy;u- 4-*-*-»VJ ;u] x^;H -i. 
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2-^>X-f y*-tn/-;p-6 (M -2- 

1 H-NMR (CDC 1 >) 5:1. 10 (3H, t, J 
= 8Hz) , 1. 67 (6H, s) , 2. 57 (2H, 
t, J=8Hz) , 3. 0 3 "(2H, t, J=8H 
z) , 3. 2 7 (2H, t, J = 8 H z ) , 6. 8 2 
(1H, dd, J=2 and 9Hz) , 6. 9 9 
(1H. d. J=2Hz) , 7. 2 5-7. 3 0 (2 
H, m) , 7. 55 (1H, dd, J=2 and 8 
Hz) , 7. 79 (1H, dd, J=2 and 8H 
z) 

[0 10 0] (*J£0!J9-7) 

2- [ [3- [2- [2- (2-^DD7i-JH -5 
-X^^-4-^^»'/'J;U] X^;N -1, 2-^> 



(35) ^2 0 0 1-3 5 4 6 7 1 
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(1H. dd, J = lHz. 8Hz) . 
I R (KB r) cm" 1 ; 2 9 7 0, 2 9 3 1, 2 8 7 

3, 1 7 0 1, 1 6 2 4. 1 5 6 0, 1 5 3 3, 1 4 9 
8, 1 4 7 0, 1 44 6, 1 4 3 9, 1 4 1 9, 1 3 9 

4, 1 3 5 2, 1 2 8 2, 1 2 0 3, 1 1 7 4, 1 1 4 
2. 1 0 9 0, 9 8 4, 8 4 1, 8 1 2, 7 8 5, 7 5 
2. 7 2 9, 6 0 4, 5 8 4. 

[0102] GWH9-9) 

2- [ [3- [2- [2- (2-»DD7i-W -5 
10 -$,>ru-7n\£fi,-4-**W)M Z-TM -1, 
2-^>X^V^/-JV-6—fM -2- 



' H-NMR (CDC 1>, 4 0 0MHz) <5 ; 

1. 11 (3H, t, J = 7Hz) 1. 6 6 (6H, 
s) 

2. 57 (2H, q, J = 7Hz) 3. 02 (2H, 
t, J=7Hz) 3. 25 (2H, t, J = 7Hz) 

6. 8 0 (1H, dd, J=2, 8Hz) 6. 98 (1 
H, d. J = 2Hz) 7. 23 ( 1 H, d, J=8H 
z) 7: '3 2 - 7. 5 0 (3H, m) 

7 . 8 9 ( 1 H, m) 

IR(KBr) cm 1 :2 9 8 1, 2939, 251 
9, 1 6 9 7, 1 6 2 2, 1 5 7 2, 1 5 4 3, 1 5 1 

8 . 1 4 9 7, 1 46 2, 1 44 1,1 4 1 9, 1 3 9 
2, 1 3 8 5, 1 3 5 0. 1 2 84. 1 2 8 2, 1 2 0 
5, 1 1 7 8, 1 1 4 4. 1 0 8 8. 1 0 5 5. 9 8 
4. 9 4 3, 8 5 8, 8 3 9, 8 1 2, 7 5 4, 7 5 
0, 73 5. 68 8, 60 4, 586 

[0 10 1] (0HS0H 9 - 8 ) 

2 - [ [3 - [2 - [2- (2 - ~ hD7x-^) - 5 
-7uW-4-**yJ x )M ttM -1, 2-"C 



mp 1 1 4- 1 1 6*C 

' H-NMR (CDC I,) 6 ; 

0. 82 (3H. t, J = 7Hz) 1. 46 (2H. t 
q. J = 7Hz, 7Hz) 1. 6 7 (6H, s) 
2.4 5 (2H, t. J=7Hz) 3. 0 1 (2H, 
t, J=7Hz) 3.2 7 (2H, t. J=7Hz) 

6. 86 (1H, dd, J=2Hz. 9Hz) 6. 99 
(1H, d, J=2Hz) 7. 33 (1H, d, J = 

9Hz) 7. 5-7. 7 (2H, m) 

7. 81 (1H, dd, J = lHz, 8Hz) 7. 97 



40 



1 H-NMR (CDC 1,) <5 ; 
1. 7-1. 9 (4H, m) 
1.6 7 (6H, s) 
1. 7~1. 8 (1H, m) 
3. 10 (2H, t, J=7Hz) 
3.2 9 (2H, t, J=7Hz) 
20 6. 8 1 (1 H, dd, J = 2 and 9Hz) 
7. 0 0 ( i H, d, J =2Hz) 
7. 2 5-7. 9 (5H, m) . 

[o i o 3] mmm9-i o) 

2- [ [3- [2- (2 -z/>7W\*r=/)V- 5 -~fu\L 
■ n,-4-**W)M y-TM -1, 2-^>X-fV 



30 



1 H-NMR (CDC 1,) 5 ; 

0. 83 (3H, t, J =7Hz) 

1. 2-2. 1 (1 OH, m) 
1. 4 5-1. 5 5 (2H, m) 

1. 7 1 (6H, s) 

2. 44 (2H, t, J=7Hz) 

2. 8-2. 9 (3H. m) 

3. 0-3. 1 (2 H, m) 
6.7 2 (1H, dd. J = 2 and 9Hz) 
6. 9 5 (1H. d, J=2Hz) 
6. 9 9 (1 H, d, J = 9Hz) . 

[0104] mmm9-ii) 

2- r T 3 - [2- [2- (2-^PQ7xr)V) - 5 

X^;iQ -1,2- 

mp 118-120'C 

1 H-NMR (CDC1„ 400 MHz) 6 ; 

0. 87 (6H. d, J=6Hz) 1. 66 (6H, 

s) 

50 1. 9 0 ( 1 H. m) 
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2. 44 (2H, d, J = 7Hz) 3. 03 (2H, 
t. J = 7Hz) 3. 28 (2H, t, J = 7Hz) 

6. 82 (1H, dd, J = 2, 8Hz) 6. 99 (1 

H, d, J=2Hz) 

7. 31-7. 39 (3H, m) 
7. 48-7. 50 (1 H, m) 

7. 89-7. 92 (1H, m) 

IR (KB r) cm 1 : 3 4 3 3, 2960, 293 

I, 2 8 7 0, 2 5 3 0, 1 7 0 7, 1 6 2 0, 1 5 5 
2, 1 5 1 8, 1 4 9 7, 1 4 7 3, 1 4 1 7, 1 3 8 

5, 1381, 127 7, 118 0, 113 8, 108 

8, 1 0 5 3, 9 7 8, 8 4 3, 8 2 0, 7 6 8, 7 4 

2, 60 6, 58 4, 471 
[0 1 0 5] (Jfclifl9-1 2) 

2- [ [3- [2- [2- (2-^DP7xrj» -5 
- t e r t - ^-4-t»D-!/'J.;H x^;H - 

i, 2-^>X<y*»y-;i/-6-- r;n **zs] - 

mp 1 2 7- 1 2 91C 
1 H-NMR (CDC 1,, 400 MHz) <5; 
1.2 6 (9H, s) 

1. 6 5 (6H, s) 

3. 17 (2H, t, J=7Hz) 3. 31 (2H, 

t, J=7Hz) 6. 81 (1H. dd, J = 2, 8H 
z) 7. 00 (1H, d, J=2Hz) 7. 28 (1 
H, d, J = 8Hz) 7. 3 4-7. 3 7 (2H, m) 
7. 5 0 (1H, m) 
7. 9 3 (1 H, m) 

1 R (KB r) cm" 1 : 3 8 5 5, 3 7 3 7, 3 4 3 
3, 2 9 7 8, 2 9 7 4, 2 8 7 2, 2 3 4 7, 1 7 0 
7, 1703, 1 6 20, 1572, 1549, 152 

2, 1 4 9 8, 1 4 2 1, 1 3 8 3, 1 3 6 7, 1 3 4 

6, 1 2 8 4, 1 1 8 4, 1 1 4 6, 1 0 5 5, 9 8 
2, 8 3 7, 8 1 6, 7 6 8, 7 44, 7 3 9, 6 0 9 

[0 1 0 6] (§feffi#J9-l 3) 

2 - [ [3- [2- [2- (2-7Ma7xrJH - 
5-'(v7n)£)V-4-ttWV)V] x^;i/3 -l, 
2-'<>X<V*U'*/-)l>-6-<fM £±23 ~2- 

'H-NMR (CDCi,) d ; 1. 15 (6H, d, J 
= 7Hz) 1. 67 (6H, s) 2. 95-3. 00 

(1H, m) 3. 04 (2H, t. J=7Hz) 3. 2 
4 (2H, t, J=7Hz) 6. 80 (1H, dd, J 
= 2 and 8Hz) 7. 00 ( 1 H, d, J=2H 
z) 7015-7. 25 (3H, m) 7. 40-7. 4 
5.UH, m) 7. 9 5-8. 0 0 ( 1 H, m) . 

[0 10 7] (Hffi0J9- 1 4) 
2 - [ [3 - [2 - [2 - (4-ter t-fflP7x 
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xm -5— f y/Qif;u-4-^,'»yu;H 

JH -l, 2-^>X<y*»7-^-6-<;t0 ^ 

v] -2-^^;i-7 p nbr^>^ 

'H-NMR (CDC 1,) 6 ; 
1. 1 6 (6H, d, J=7Hz) 
1.3 6 (9H, s) 

1. 7 0 (6H, s) 

2. 9 5-3. 0 5 (3H, m) 
10 3. 1 7 (2H, t, J=8Hz) 

6. 76 (1H, dd, J = 2 and 8Hz) 7. 

0 0 (1H, d, J=2Hz) 

7. 15 (1 H, d, J =8 H z ) 
7. 47 (2H, d, J=8Hz) 
7.9 3 (2H, d, J = 8Hz) . 

[0 10 8] (HJS0K 9-1 5) 
2- [ [3- [2- [5-^yynbr;U-2- (2-j- 
y^M -4-**WV)i'} X9=-;H -1, 2-^> 

20 ntf*>j£ 

1 H-NMR (CDCI,) ff ; 1. 20 (6H, d, J 
= 7 Hz) 3. 00 (1H, qq, J = 7Hz, 7H 
z) 3. 07 (2H, t, J = 7Hz) 3. 30 (2 
H, t, J = 7Hz), 6. 8 0 (1H, dd, J = 
2Hz, 9Hz) 7. 02 ( 1 H, d, J = 2Hz) 

7. 30 (1H, d, J = 9Hz) 7. 5-7. 6 (2 

H, m) 

7. 8-8. 0 (3H, m) , 8. 08 ( 1 H, dd, 
30 J=2Hz, 9Hz) 8. 49 ( 1 H, s). 

I R (KB r) cm - * ; 2 9 7 2, 2929, 287 

2, 1 7 0 7, 1 7 0 1, 1 6 2 0, 1 5 6 0, 1 5 1 
6, 1498, 1466, 1 417, 1392, 138 

3, 1 3 6 5, 1 2 8 4, 1 1 8 4, 1 1 44, 1 0 8 

8, 1053, 982, 893, 858, 835, 81 
6, 7 5 4, 6 0 7, 4 7 1. 

[0 10 9] <*ifc«9-l 6) • 
2- [ [3- [2- [5— f yynbf;i/-2- (2-;* 
htv7x^) - 4 U;i4 XfM -1, 
40 2 -^>X-fy*W-^-6-^JV] ^->] -2- 

mp 1 2 3 - 1 2 5C 

1 H-NMR (CDC 1,) 6 ; 

I. 1 7 (6H, d, J = 7Hz) 1. 6 7 (6H, 

s) 

2. 9-3. 1 (3H, m) 

3. 1-3. 2 (2H, m) 
3.9 3 (3H, s) 

50 6. 7 3 ( 1 H, dd, J=2Hz, 9Hz) 6. 96 
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(1H, d, J = 2Hz) 7. 0-7. 1(2H, m) 
7. 13 C1H, d, J = 9Hz) 7. 4 3 ( 1 H, 
m) , 7. 83 (1H, dd, J = 2Hz, 8Hz) . 
I R (KB r) cm' 1 ; 2 9 9 9, 292 7, 170 
9, 1 6 2 2, 1 6 2 0, 1 5 5 4, 1 5 1 8, 1 4 9 
7, 1 4 6 8, 1 4 1 9, 1 3 8 9, 1 3 6 3, 1 2 8 
1, 1259, 1186, 1138, 1096, 1 05 
3, 1 0 2 6, 9 7 8, 8 3 3, 8 0 2, 7 5 2, 7 4 
4,7 1 5,6 0 4,5 8 4. 

[0 110] (2drSM9-17) 10 
2- [ [3- [2- [2- (2, 4-^DD7i^ 

M -5-<yynb:^-4-^»yu;i/] x^;n 

-1, 2-^>X^y4^/-~;U-6--nU] 

mp 1 0 2- 1 0 4t: 

'H-NMR (CDC 1,, 4 0 0MHz) 6 ; 

1. 13 (6H, d, J = 7Hz) 1. 6 6 (6H, 
s) 

2. 9 5 (1H, m) 20 

3. 04 (2H, t, J=7Hz) 3. 27 (2H, 

t, J=7Hz) 6. 82 (1H, dd, J = 2. 8H 
z) 6. 99 (1H, d, J = 2Hz) 7. 28 (1 

H, d, J = 8Hz) 7. 32 ( 1 H, dd, J = 2, 
8Hz) 7. 5 1 (1H, d, J=2Hz) 7. 87 

(lH;>d, J =8 Hz) 

IR(KBr) cm' :3 5 3 5, 2939, 170 
5, 1 6 1 8, 1 5 6 2, 1 4 9 8, 1 4 6 6, 1 4 6 
0, 1 3 8 5, 1 3 8 1, 1 2 8 6, 1 1 8 4, 1 1 4 
7, 1107, 1053, 976, 841, 816, 4 30 
1 7 

[0 111] (HJSM9-18) 
2- [ [3- [2- [2- (2, 6-^an7xX 
)V) -5— (VZfa¥)V-4-**WV)l>] X^;i0 

-l, 2-^>x-ry*-t^/-^-6-^;p] 

-2-*^;uypfc?:*>B! 
Sfifgii 

mp 1 6 1 - 1 6 3V, 

1 H-NMR (CDC1,, 400 MHz) <5 ; 

I. 08 (6H, d, J = 7Hz) 1. 63 (6H, 40 
s) 

2. 9 2 (1H, m) 

3. 07 (2H, t, J = 7Hz) 3. 31 (2H, 

t, J=7Hz) 6. 81 (1H, dd, J=2, 8H 
z) 6. 99 (1H, d, J = 2Hz) 7. 31-7. 
4 1 (4H, m) 

IR(KBr) cm-' : 3 4 6 7, 2976, 287 
3, 2 5 2 1, 1 7 2 2, 1 6 2 4, 1 6 0 5, 1 5 6 
0, 1 5 1 8, 1 4 9 8, 1 4 6 8, 1 4 3 3, 1 3 8 
5, 1383, 1367, 1340, 1321, 127 50 



1, 1 200, 1176, 1130, 1095, 104 
1,9 7 4,9 3 3,8 8 3,8 3 9,7 9 3,7 7 
1, 750, 600, 569, 482 

[o 1 1 2] mmm9- 1 9) 

2- [ [3- [2- [-5-<yyPfc^-2- (2- 

m7MD^^7x^) -4-^*tJ-yu;u] - 
x^;n -1, 2-^>x-f y*-fry-;P-6-<;M 
-2-^^;i^ynb!^>^ 

1 H-NMR (CDC 1 j) (5;1. 11 (6H, d, J 
= 7Hz) , 1. 6 5 (6H, s) . 2. 9-3. 0 
(1H, m) , 3. 0 4 (2H, t, J = 7 H z ) , 
3. 28 (2H, t, J = 7Hz) , 6. 18 ( 1 H, 
dd, J=2 and 8Hz), 7. 00 ( 1 H, 
d, J=2Hz) , 7. 26 (1H, d, J = 8H 
z) , 7. 5-7. 7 (2H, m) , 7. 80 ( 1 H, 
d, J=8Hz), 8. 02 (1H, d, J=8H 
z) . 

[0 113] (S1M9-2 0) 
2- [ [3- [2- [2- (2-bHD^>7i3) 

-5--fyyphfjp-4-^»yu;u] X^JU] - 
i, 2-^>x<v^»i/-;u-6->f^] - 
2-^^;uynbf^>B! 

" 

1 H-NMR (CDC 1,) 6 ; 

1. 16 (6H, d, J = 7Hz) 1. 6 6 C6H, 
s) 

2. 97 (1H, q q , J = 7Hz, 7Hz) 3. 06 
(2H, t, J=7Hz) 3. 3 1 (2H, t, J = 

7Hz) 6. 8-7. 1 (4H, m) 
7. 3 2 (1H, m) 

7. 40 (1H, d, J = 9Hz) 7. 76 ( 1 H, d 
d, J = lHz, 8Hz) . 
[0 114] (H1M9-21) 

2- [ [3- [2- [2-7xX;i/~ 5 -7 P Dbf;P-4 

x^ju] -r>K-;p-6--i';p] :*=fr 

->] -2-^^;i/ynfc!^>^ 

1 H NMR (CDC 1,, 4 0 0MHz) 6 ; v 



0. 82 (3H, t, J = 7Hz) 

1. 4 0 - 1. 5 5 (2H, m) 

1. 5 7 (6H, s) 

2. 4 1 (2H, t, J = 7Hz) 
2. 87 (2H, t, J = 7Hz) 
3.10 (2H, t, J = 7 H z ) 

6. 7 6 (1H, dd, J = l, 9Hz) 

6. 9 2 (1 H, s) 

6. 9 6 (1H, d, J = 1Hz) 

7. 4-7. 5 (4H, m) 
7. 8 5 (1H , b r s, ) 
7. 9 5-8. 0 5. (2H, m) 
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(0 115] («JM»9-2 2) 

2- [ [3- [2- f5— C77WJU-2- (4-7 



74 



?)\r7x-M -4-W/ ')'H XfjH -1, 2 
-^>X-f7^'/-A-6-<)^ :**->] -2-* 

1 H-NMR (CDC U, 4 0 0MHz) 5 :0. 9 4 
(t, 3H, J = 7Hz) .1.16 (d, 6H, J = 
7Hz), 1. 35-1. 45 (m, 2H), 1 . 60 
-1. 70 (m. 2H) ,1.68 (s, 6 H) ; 2. 10 

6 6 (t, 2H) , 2. 9 5-3. 0 5 (m, 3 H) . 
3. 2 1 (t, 2H. J = 7Hz) . 6. 7 7 (dd, 
1H, J = 2, 8Hz) . 7. 00 (d, 1H, J=2 
Hz) , 7. 2 0 (d, 1H, J = 8Hz) ,7.25 

(d. 2H, J=8Hz) ,7.90 (d. 2 H, J = 
8Hz) . 

[0116] mmmi 0 3S3*R 
i. 

(1) PPAR5ffitt(t;^ffl©a!l« 
StStfl5^«J (SI!SWl~7R^iS»©PPAR5 7^- 20 
7h©L-165041 (Berger, J . ffi, (1 
999) J. Biol. Chem. . 274:6718 
-6 7 2 5) ) OPPARaSttfcfWBSKTOJ^C 

1) *m 

7 7 y * 5 h u if ;nfWMMBft ( c v - 1 ansa) «, 

(DMSO) fc»*U g&DMSOi&£0. 1 XTJtt 

2) 77*5 F 

gSg#3Sg7775F (GAL4 — hPPARS LB 
D) , ;W>7j5- tf58il^?^5H (UASX4-T 

K-Luo , v-sy—zfm??* 5 H 

(/3 GAL) li (Kl i ewe r, S. A. AS, (19 
9 2) Nature, 3 5 8:7 7 1-7 7 4) tM%. 
©fc©£ffijBLfc. 

[0 117] 3) l-7>X7i?->3> 
CV-llKSlfiMfc^Xl 0'<I©«»& 
f. 2 4-7x;US£7>-Hc8Mr. 2 4*flB. 4%Jte 40 
JS-7->j4l?ft (FCS) ^ftlOPTI-MEMI Red 
uced Serum Medium(Life Te 
chnologies) 5 0 On 1/we 1 lTSMIb- 
fc. jkm«mftlOOPTI-MEM-eaBJi&*^ 
K DNA**«« Cl^x;U (2 5 0m1J8»««) 
IfcO, ttT«*»**(tr**®5 °- 03yg©G 
AL4-hPPAR5 LBD, 0. 25»tg©UAS 
X4-TK-LUC, 0. 35«gOeGAL, 2 it 1 
©U*7x^'>a>ttiSDMRIE-C (Li f e T 
echnologies), ^n^OPTI-MEM 50 



3 7 , Ct?5B#F a 1«*Lfc. 

4) t«flS*«i8i0KJ:5lBftffla 

asutti o-'MCftsi^ci o o%DMSOir^« 

U-fcfcO) S£&4XFCS-OPTI-MEM 50 
0/ilC»ffcC3iE»UTS6C4O«HW. 3 7^T#* 
Ufc. 

5) m*-*-«eT»5ii'*fl'OH£ 

«J66I»*, PBSTf2B«?fc«. *tt««ftl0ff 
\,\ lfrx/USfcD. ;V->7x7— K»Stt«6JBWJMs 

(2 5mM Tri s-PO, (pH7. 8), 
15%v/v Glyserol, 2%CHAPS, 1 
^Lecithin, 1XBSA. 4mM EGTA 
(pH 8. 0), 8mM MgCh, lmM DT 

t) loojii zi&mvx, tfi-ei o»mti/fc. 

5 £ © 2 0 y 1 * 9 6 7 x JVIMfeR 7 \/— V 
LT, F/7x?-KWIll 0 0 «* 1 
> ; -•y3S>v 5 ->&S) fc*iOU MLR- 10 OS 
vf^n;w=/y-y (3n^-*«hW £fflv>T, l 
SJ>ffl©S6ft* (F/7i?HflStt) *->7 
x 7— BtfirF ©WW tHI»Cln*"C*V»fc /3 GAL© 

7 x 9— KStt©*» *» h 7 >7 7 

©ailSTf fttt. 5 0 a 1 ©WlMSl*f**»fe 9 6 -7x;u 
7*U- hK»»U ONPG .(2-Sh07i=*-fl 
-D-tf^Mfv/S'F) **1 0 0 i* 1 fcSstDb 
T, ttTBiHW^-H/fc. £JS#±}£ (1 
M^tl'J7AgiS) 5-0 Ml***, 4 14nm© 
SfcftgfcaitfSLfc. iWttUTJiVifcDMSO (0. 1 

(3>r-n-;M» ftOXK. 1 0" 4 MICfelt^L- 1 

6 5 0 4 nr»a^fc«iao^7x5-- WSttttS i 
[0118] 1 1 . tfl»ss* 





P PAR 


«k«i 


2 7 




6 7 




4 2 




7 3 




5 5 




4 4 


»fc8l7 


1 6 


L— 16504 1 


1 7 
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*2 sfrtmv&fozpK. nmmit^mtL- 1 6 5 

0 4 1 tit's. W$xttW2U'©!lf:&fcP P A>R 5 CO 



[oii9]*jfi«n mm&%. 

**fM8S7?XS Hi: LTG AL 4-hPPARa 
LBD. GAL 4 — hPPARr LBD, GAL 4 - 
hPPARd LBDSffifflU Mm&tLXP PAR 
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b: lO-'M WY- 1 6 5 0 4 1. PPARr : 1 0 
*' M Ros igl i tazone. P PAR 5 10 
-•MlCfcttSL- 1 6 5 0 4 l£ffiK HMM10SBS6 

LPPAR?§ft£a!l£L£. KIMbfcfcWPPARgtt 

«2 4l 



frr-V r /Vf f 






FPNtS 


■ * r, ft. .1 . — 
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